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S(0) x NH(Ci-C 6 alkyl), -S(0) x N(Ci-C6 alkyl)(Ci-C6 alkyl), (where x is 
0, 1, or 2). 



43. A compound according to Claim 41 of the formula: 



Rx 




R 6A 



>5A 



wherein: 
nis 0, 1, or 2: 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or Ca-Cg alkynyl; 
Rs, R6, Rsa, and ReA are the same or different and represent hydrogen or methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifhioromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-C8 alkenyl, C 2 -C 8 alkynyl, Ci-C 6 alkoxy, amino, 
mono- or di(Ci-Cyalkylamino, and amino(Ci-C6)alkoxy. 

44. A compound of the formula: 



wherein: 

n is an integer from 0 to 3; and 

R 2 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be substituted or unsubstituted; 




R 5A 
R 6A 



R 2 
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R3 and R3A are tJie same or different and represent hydrogen or alkyl; or 
R3 and R3a, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

R5 and R6 are the same or different and represent hydrogen or alkyl; or 
Rs and R6, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

Rsa and R6a are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy; 
R7 represents hydrogen or alkyl; and 
An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, or an 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 rings, 3 
to 8 members in each ring and from 1 to 3 hetero atoms. 

45. A compound according to Claim 44, of the formula: 




wherein; 

n is an integer from 0 to 3; 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 
Rs, Ra, Rsa, and ReA are the same or different and represent hydrogen or methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, C1-C6 alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, C1-C6 alkoxy, amino, mono- or 
di(Ci-C6)alkylaniino, and amino(Ci-C6)alkoxy. 
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46. A process for preparing a compound of the formula: 




R3A 



n ReA 



A* 



wherein: 

n is an integer from 0 to 3; and 
R2 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each or which 
may be substituted or unsubstituted; 
R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl) alkyl, haloalkyl, each or which may 

be substituted or unsubstituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, or an 

optionally substituted heteroaromatic or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 
R3 and R3A are the same or different and represent hydrogen or alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and R6 are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alkoxy; or 

R5 and R6, taken together with the carbon atom to which they are attached form a 
cycloalkyl ring; 

Rs& and Re a are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy; 
R7 represents hydrogen or alkyl; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
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Ari and Ar 2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, or an optionally substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 

the process comprising: 

reacting a compound of the formula: 




R 2 

wherein Y is halogen or sulfonate ester, 

in a suitable solvent in the presence of a suitable base, 

with a secondary amine of the formula: 

47. A process according to Claim 46, wherein 
n and Y are as defined in Claim 46; 

R3 and R3A are the same or different and represent hydrogen or 
C1-C6 alkyl; or 

R3 and Rja, taken together with the carbon atom to which they are attached, form a 
C3-8 cycloalkyl ring; 

Rs and R6 are the same or different and represent hydrogen, halogen, hydroxy, Ci-Ce 

alkyl, or Ci-C* alkoxy; or 
Rs and Re, taken together with the carbon atom to which they are attached form a 

C3-8 cycloalkyl ring; 

Rsa and R6 a are the same or different, and are independently selected at each 
occurrence from hydrogen, halogen, hydroxy, Ci-C6 alkyl, and C1-C6 alkoxy; 
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R2 is hydrogen or 

C1-8 alkyl, C 2 . 8 alkenyl, C2-8 alkynyl, C3-8 cycloalkyl, (C3-8 cycloalkyl) C1-3 alkyl, or Ci- 
Ce haloalkyl, each or which unsubstituted or substituted by one or more of 
halogen, nitro, cyano, trifluormethyl, trifluoromethoxy, C1-3 haloalkyl, 
hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci-C6)alkylamino; 

R4 is hydrogen or 

C1-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-8cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, aminofCi-CeJalkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C^altylsulfonylainmocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar 2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or difCi-CeJalkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Ce)alkylsvilfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(»0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 
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-NRcC(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 



hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: . 



oxo, hydroxy, -OfCi-Ce alkyl), -NH(Ci-C 6 alkyl), 
-N(Ci-C 6 alkyl)(Ci-C 6 alkyl), -NHC(0)(Ci-C 6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci- 6 alkyl), -NHS(0) x (Ci-C 6 alkyl), -S(0) x (Ci-C 6 alkyl), - 
S(0)xNH(Ci-C 6 alkyl), -S(0) x N(Ci-C 6 alkyl)( Ci-C 6 alkyl), (where x is 
0, l,or2). 



or a pharmaceutical^ acceptable salt, prodrug or hydrate thereof, wherein: 
mis 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 
dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 
optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 
substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 



48. A compound of the formula: 
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Ri> R2, R3, R3A, R5, and Re are independently selected from hydrogen, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar 2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 
having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

49. A compound according to Claim 48, wherein the compound exhibits an 
IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

50. A compound according to Claim 48 of the formula 




wherein An, Ar 2 , R, Ri, R2, R3, and R4 are as defined in Claim 48. 

51. A compound according to Claim 50, wherein 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 
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ii) alkyl, alkenyl; alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino; or 
R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; and 

Ri, R2» and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyljalkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialtylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
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cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or cUall^larninocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -X4RB, 
wherein X4 and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 

\ 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
An and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkyTamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or cUalkylarriinocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and- 
X4RB, wherein X* and Rb are as defined below; and 
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ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH3-, - 

CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(«0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 

-NHC(=0)-, 

-NRcC(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -O(alkyl), -NH(alkyl), 

~N(alkyl)(alkyl), -NHC(0)(alkyl), -N(alkyl)C(0)(alkyl), -NHS(0) x (Ci-C6 
alkyl), -S(0) x (alkyl), -S(0)xNH(alkyl), -S(0) x N(alkyl)(alkyl), (where x 
is 0, 1, or 2). 



52. A compound according to Claim 50, wherein 
Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-C 8 alkyl, Ca-Ce alkenyl, C 2 -C 6 alkynyl, C 3 -C 8 cycloalkyl, and (C 3 -C 8 
cycloallcyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C6)alkylamino; 
Ris selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-C 8 alkyl, Qa-Ce alkenyl, C 2 -C6 alkynyl, C3-C8 cycloalkyl, and (C 3 - 
Ca)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifLuoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; or 

R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 
R4 is hydrogen or 

Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2* alkenyl, Q2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
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cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-C 6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or diJCi-CeJalkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyxrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrirnidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-C 6 alkoxy, amino, 
mono- or di(Ci-C 6 )alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or dl(Ci-(^)alkylaminocarbonyl, N-( 
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Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X* and Rb are as defined below; and 
ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallsyl, hydroxy, acetoxy, Ci-d alkyl, 
C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NR c C(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C 6 alkyl), 
-N(Ci-C 6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C 6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci-6 alkyl), -NHS(0)x(Ci-Ce alkyl), -S(0)x(Ci-Ce alkyl), - 
S(0) x NH(Ci-C6 alkyl), -S(0) x N(Ci-C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 

53. A compound according to Claim 50, wherein: 
R is hydrogen, halogen, d-Cg alkyl, C 2 -Cs alkenyl, C2-C8 alkynyl, d-Ca cycloalkyl, 
(C 3 -C8cycloalkyl)Ci-C3alkyl, Ci-C 8 alkoxy, or d-Cs haloalkyl, or 
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R is a phenyl which may be substituted by up to five substituents independently 
chosen from Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ci-Cs alkoxy, halogen, 
cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(Ci- 
C6)alkylamino, aminocarbonyl, sulfonamido, mono or difCi-CeJalkylsulfonanudo, 
3,4-methylenedioxy, 3,4-(l,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy; 

Ri is hydrogen, Ci-Cs alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, C3-C8 cycloalkyl (C 3 - 
C a cycloalkyl)Ci-C 3 alkyl or Ci-Ca haloalkyl; 

R2 is Ci-Cs alkyl, C 2 -C a alkenyl, C2-C8 alkynyl, Ci-C a cycloalkyl or (C 3 - 
C a cycloalkyl)Ci-C 3 alkyl or Ci-Cs haloalkyl; 

R 3 is hydrogen, C*-C a alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 

R4 is Ci-Cs alkyl, C 3 -C 3 cycloalkyl, or (C 3 -Cs cycloalkyl) Ci-C 3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 
mono- or ch(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo(b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C 2 -C6 alkenyl, Q2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or'di(Ci-C6)alkylamino; or 
R+is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-Cyalkylamino; 
and 
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An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alkyl, thienyl, 

pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, 
isoquinolinyl, and quinoxalinyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-(Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl, 
and 

bicyclic oxygen-containing groups of the formula: 




wherein R B represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, ammo, and mono- or di(Ci- 
C6)alkylamino. 

54. A compound according to Claim 50, wherein: 

R is hydrogen, halogen, Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Cs alkynyl, Ci-Cs cycloalkyl, 
(C3-C8cycloalkyl)Ci-C 3 alkyl, Ci-Ca alkoxy, or Ci-Cg haloalkyl, or 

R is a phenyl which may be substituted by up to five substituents independently 
chosen from Ci-Cs alkyl, Cg-Cs alkenyl, C2-C& alkynyl, Ci-Cs alkoxy, halogen, 
cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(Ci- 
Cejalkylamino, aminocarbonyl, sulfonamido, mono or di(Ci-C6)alkylsulfonamido, 
3,4-methylenedioxy, 3,4-(l,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy; 
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Ri is hydrogen, Ci-Cg alkyl, C 2 -C 8 alkenyl, Ca-Ca alkynyl, C3-C8 cycloalkyl (C 3 - 

Cscycloalkyljd-Caalkyl or C\-Cg haloalkyl; 
R2 is Ci-C 8 alkyl, Qz-Cs alkenyl, C2-C8 alkynyl, Ci-Cs cycloalkyl or (C3-C8 

cycloalkyl) Ci-C3alkyl or Ci-Cs haloalkyl; 
R3 is hydrogen, Ci-Cs alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 

R4 is Ci-C 8 alkyl, C3-C8 cycloalkyl, or (C3-C8 cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4) alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazoIyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Oi-Ce alkyl, Ca-Cs alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-Ce)alkylamino; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)altylamino; 
An is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, C1-C6 alkoxy, amino, mono- or da(Ci-C6)alkylainino; and 
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Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or cU(Ci-C^)alkylamino, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)alkylaminocarbonyl, N-(Ci-C^)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl, or 

Ar2 is a bicyclic oxygen-containing group of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Celalkylamino. 

55. A compound according to Claim 50, wherein 
R is hydrogen, halogen, methyl, ethyl, methoxy, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl or ethyl; 

R4 is Ci-Cs alkyl, C3-C8 cycloalkyl, or (Ca-Cs cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-Q5 alkenyl, C2-C6 alkynyl, Ci-C 6 alkoxy, amino, and 
mono- or di(Ci-C6}alkylamino; or 
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R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylarnino; or 

R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-Cy alkylamino; 
An is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-<^)alkylamino; and 
Ar2 is phenyl, phenylfCi-G*) alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, Ca-Ce alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or difCi-Cejalkylairrino; 
Ar2 is a bicyclic oxygen-containing group of the formula: 
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wherein R B represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, (VCe 
alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

56. A compound of the formula: 



wherein: 

m is 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 
dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 
optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 
substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Ri, R2, R3, R3a» Rs, and R6 are independently selected from hydrogen, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyljalkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 




Ar 2 
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An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 
having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

57. A compound of the formula: 




wherein Ari, R, Ri, R 2 , R3, R4 are as defined in Claim 56. 

58. A compound according to Claim 56, wherein: 
Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C 3 -C 8 cycloalkyl, and (C 3 -C 8 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C*)alkylamino; 

Ris selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C 2 -Ce alkynyl, C3-C8 cycloalkyl, and (C 3 - 
Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; or 
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R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ca alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 
R4 is hydrogen or 

C1-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-8cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C 2 -6 alkenyl, C2-6 alkynyl, d-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-Ce)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and R B are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Q-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and A12 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro', cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C 2 -e alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 



trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 



C2-6 alkenyl, Q2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 



Cejalkylamino; 
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X4 is independently selected at each occurrence from' the group consisting of -CH2-, - 
CHRc-, -O-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NR c -, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NRcC(-O)-, -NHS(0) m -, -C(«0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-Ce alkyl), -NH(Ci-C 6 alkyl), 
-N(Ci-C6 alkyl)(Ci-C 6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 alkyl)C(0)(Ci-e alkyl), - 
NHS(0) x (Ci-C 6 alkyl), -SfOMd-Ce alkyl), -S(0) x NH(Ci-C6 alkyl), -S(0)*N(Ci-C6 
alkyl)( Ci-C 6 alkyl), (where x is 0, 1, or 2). 

59. A compound according to Claim 56, wherein: 
R is hydrogen, halogen, methyl, ethyl, methoxy, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
R 2 is C3-C6 alkyl; 
R3is hydrogen, methyl or ethyl; 

R4 is Ci-Cs alkyl, C3-C8 cycloalkyl, or (C3-C8 cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C*)alkylamino; 
and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino. 

60. A compound of the formula: 




or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
mis 0, 1, or 2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyl)alkyl, 
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optionally substituted carbocyclic aryl, optionally substituted aiylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, R3, R3A, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or cUalkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted saturated carbocylic ring 
of from 5 to 8 members or an optionally substituted heterocyclic ringof from 
5 to 8 members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

An is ethyleriedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

61. A compound according to Claim 60, wherein the compound exhibits an 
IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

62. A compound according of the formula: 
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or a pharmaceutical acceptable salt, prodrug or hydrate thereof, wherein: 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
. optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 
8 members or an optionally substituted heterocyclic ring of from 5 ro 8 
members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

63. A compound according to Claim 62, wherein R and R3 are not joined. 

64. A compound according to Claim 62, wherein: 
R is selected from 
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i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

Ra and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyljalkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
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benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and - 
X4RB, wherein X4 and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and A12 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 
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alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and - 
X4RB, wherein X4 and Rb are as denned below;, and 
ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -O-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NR c -, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NRcC(O)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 



-N(alkyl)(alkyl), -NHC(0)(alkyl), -N(aikyl)C(0)(alkyl), -NHS(0) x (alkyl), -S(0)x(alkyl), - 
S(0) x NH(alkyl), -S(0)xN(alkyl)(alkyl), (where x is 0, 1, or 2). 

65. A compound according to Claim 62, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Ca alkyl, C2-C6 alkenyl, Qj-Ce all^nyl, C 3 -C 8 cycloalkyl, and (C 3 - 
Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 




hydrogen, straight, branched, or cyclic alkyl groups, which may contain 



one or more double or triple bonds, each of which may unsubstituted or 



substituted with one or more substituent(s) selected from: 



oxo, hydroxy, -O(alkyl), -NH(alkyl) 
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haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
C1-C8 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 
di(Ci-C6)alkylaniino; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, and (C3-C8 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

R4 is hydrogen or 

C1-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, Qj-e alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, Q2.6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 
mono- or di(Ci-C^)alkylamino, amino(Ci«C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C 6 )alkylaimnocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Ce)alkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ara are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d] isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C 2 -e alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X* and Rb are as defined below; and 
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ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -O-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NRcC(^0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C 6 alkyl), -NH(Ci-Ce alkyl), 
-N(Ci-C 6 alkylKd-Ce alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C 6 
alkyl)C(0)(Ci. 6 alkyl), -NHS(0) x (Ci-C 6 alkyl), -S(0)x(Ci-C 6 alkyl), - 
S(0)xNH(Ci-C 6 alkyl), -S(0)xN(Ci-C 6 alkyl)( Ci-C 6 alkyl), (where x is 
0, 1, or 2). 



66. A compound according to Claim 62, wherein: 
R is hydrogen, halogen, hydroxy, C1-C6 alkoxy, haloalkyl, Ci-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, C3-C 8 cycloalkyl, and (C 3 -C8)cycloalkyl) Ci-C3 alkyl, or 
R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

Ci-Cs alkyl, Qz-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or 
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di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejalkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2 is selected from Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (C3-C8 
cycloalkyl) C1-C3 alkyl and haloalkyl; 

R3 is hydrogen Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is Ci-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ca alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, 
amino (C 1- Ce) alkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C*)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrroHdinyl, 1-piperidyl, 

R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently chosen from 
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i) phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-(^)alkylamino, amino(Ci- 
C6)alkoxy, caxboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylainino. 



R, R2, R3, R4, and Ar2 are as defined in Claim 66; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylajnino, and amino(Ci- 
Ce)alkoxy. 

68. A compound according to Claim 66, wherein: 
R, R2, and R3 are as defined in Claim 66; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 




67. 



A compound according to Claim 66, wherein 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C* alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylarnino, and amino(Ci- 
Ce) alkoxy; 

R4 is C3.Cs alkyl, C 2 .C 8 alkenyl, C2.Cs alkynyl, C3-C 8 cycloalkyl, (C^ cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
C*)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C 4 )alhyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, aminofCi-CeJalkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C^)alkylaminocarbonyl, N-( Ci- 
C^Jalkylsulfonylarninocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C*)alkylammocarbonyl, N-( Ci-CelalkylsiUfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ara is bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



69. A compound according to Claim 66, wherein: 

R is hydrogen, Ci-C 8 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C3- 
C 8 )cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejalkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2 is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C 2 -C8 alkenyl, C2-C 8 alkynyl, C 3 -C 8 cycloalkyl, (C3.8 cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
Cejalkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)allQrl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
C1-C6 alkyl, C2-6 alkenyl, C2-6 allqniyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
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Cyalkylamino, ainino(Ci-C6) alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cfijalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Ce)alkoxy; 

Ar 2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cyalkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Cx-C^Jalkylsulfonylarninocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ara is bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 
alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



R is hydrogen, Ci-C 8 alkyl, Qj-Ce alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C3- 

Csjcycloalkyl) C1-C3 alkyl, or phenyl; 
R 2 is C3-C6 alkyl; . 




70. 



A compound according to Claim 66, wherein: 
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R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C 2 -C8 alkenyl, C2-C8 alkynyl, C^Cscycloalkyl, (C3-8 cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C 6 )aIkylamino, and amino(Ci- 
Ce)alkoxy; and 

Ar2 is phenyl, phenyl(Ci-C4) alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or difCi-CeJaltylamino, amino(Ci- 
Cejalkoxy, carboxylic acid, esters of carboxylic acids, arninocarbonyl, mono 
or <H(Ci-C6)all^lammocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar 2 is bicyclic oxygen-containing groups of the formula; 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2* 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 
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71. A compound according to Claim 66, wherein: 

R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C 3 - 

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 
Rais C 3 -C 6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R 4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C 4 )alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-C 6 alkyl, C 2 -6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyI, 1-piperidyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cdalkoxy; 

Ar 2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, d-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-C 6 alkoxy, amino, mono- or di(Ci-C^)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrroUdinyl, 1-piperidyl; or 
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Ar2 is tricyclic oxygen-containing groups of the formula: 




wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C* alkyl, C2-6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or cU(Ci-C6)alkylarnino. 

72. A compound of the formula: 



or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
m is 0, 1, or 2; 

R is chosen from hydrogen, hydroxy, halogen, ammo, cyano, nitro, haloalkyl, alkoxy, 
mono- or dialkylainino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, R3, R3A, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or cUalkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloalkyljalkyl; 




R 
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R and R3 may be joined to form an optionally substituted saturated carbocylic ring 
of from 5 to 8 members or an optionally substituted heterocyclic ringof from 
5 to 8 members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heterdalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, (cycloalkyljalkyl, haloalkyl, or the like. 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ara are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

73. A compound according to Claim 72, wherein the compound exhibits an 
IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

74. A compound according of the formula: 




or a pharmaceuticaUy acceptable salt, prodrug or hydrate thereof, wherein: 
R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
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alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 
8 members or an optionally substituted heterocyclic ring of from 5 ro 8 
members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from* 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

75. A compound according to Claim 74, wherein R and R3 are not joined. 

76. A compound according to Claim 74, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 



542 



WO 02/49993 



PCI7US00/26816 



ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

R2 and R3 are independently selected from V 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[dJisoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and- 
X4RB, wherein X4 and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyi, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benzfdjisoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and - 
X4RB, wherein X* and Rb are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 




544 



WO 02/49993 



PCT7US00/26816 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 

CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0) m NRc-, 

-NHC(=0)-, 

-NRcC(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NR c S(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -O(alkyl), -NH(alkyl), 
-N(alkyl)(alkyl), -NHC(0)(alkyl), -N(alkyl)C(0)(alkyl), -NHS(0) x (alkyl), -S(0) x (alkyl), - 
S(0) x NH(alkyl), -S(0) x N(alkyl)(alkyl), (where x is 0, 1, or 2). 

77. A compound according to Claim 74, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, C3-C8 cycloalkyl, and (C 3 - 
Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
Ce)aJkylamino, 
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iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-C 8 alkyl, C 2 -C 6 alkenyl, C2-C 6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(C i - Ce) alky lamino ; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Ce)aIkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-C 8 alkyl, C2-C6 alkenyl, Qz-Ce alkynyl, C 3 -C 8 cycloalkyl, and (C3-C8 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C6)alkylamino; 

R4 is hydrogen or 

C1-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-8cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or (h(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyra2X)lyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
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hydroxy, acetoxy, Ci-C 6 alkyl, C2-6 alkenyl, C 2 -e alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 
Rtis a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2.6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di{Ci- 
C6)alkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar 2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C^)alkylamino, amino(Ci-Ce)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-Q)alkylaininocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and R B are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-Ce alkyl), -NH(Ci-C 6 alkyl), 
-N(Ci-C6 alkyl)(Ci-C 6 alkyl), -NHC(0)(Ci-C6 alkyl), -NfCi-Ce 
alkyl)C(0)(Ci- 6 alkyl), -NHS(0)x(Ci-C 6 alkyl), -S(0) x (Ci-C6 alkyl), - 
S(0)xNH(Ci-C 6 alkyl), -S(0) x N(Ci-C6 alkyl)( d-Ce alkyl), (where x is 
0, 1, or 2). 

78. A compound according to Claim 74, wherein: 
R is hydrogen, halogen, hydroxy, C1-C6 alkoxy, haloalkyl, Ci-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, C 3 -C 8 cycloalkyl, and (C3-C 8 )cycloalkyl) C1-C3 alkyl, or 
R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

Ci-Ca alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
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difCi-CeJalkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 



Cejalkylsulfonamido, 3,4-metfiylenedioxy, and 3,4-(l,2-ethylene)dioxy; 
R2 is selected from Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C 3 -Cs cycloalkyl, (C 3 -Cs 

cycloalkyl) C1-C3 alkyl and haloalkyl; 
R3 is hydrogen Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is d-8 alkyl, C 2 -8 alkenyl, C 2 -s alkynyl, C 3 -8cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C 2 -6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl,. 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-Q)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently chosen from 
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i) phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzoforanyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2.6 
alkynyl, Ci-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)all^laminocarbonyl, N-( Ci-Ce)alkylsulfonylaininocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C 2 -e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C 6 )alkylamino. 

79. A compound according to Claim 78, wherein 

R, R2, R3, R4, and Ar2 are as defined in Claim 78; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Ce)alkoxy. 

80. A compound according to Claim 78, wherein: 
R, R2, and R3 are as defined in Claim 78; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Cx-C6 alkyl, C2-6 alkenyl, C2.6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Ce)alkoxy; 

R4 is C3-C8 alkyl, C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, C 3 -C 8 cycloalkyl, (C3-8 cycloalkyljCi- 
C4alkyl, Ci-Ca haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci~C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydroben2X)furanyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar 2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pjnimidyl, pjo-azinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or difCx-Cyalkylammocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or difCi-CeJalkylamino. 

81. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C3- 
C 8 )cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2is C 3 -C 6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C 2 -Ca alkenyl, C2-C 8 alkynyl, Cs-Cscycloalkyl, (C3-8 cycloalkyljCi- 
C4alkyl, Ci-Cg haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-C 6 alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
C1-C6 alkyl, C2-6 alkenyl, Cq* alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
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Cejalkylamino, arninofCi-CeJalkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 
An is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Ce)alkoxy; 

Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyriniidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or difCi-CeJalkylamino, amino(Ci- 
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-<^)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic o^gen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Qj alkyl, C2-6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

82. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-C 8 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C 3 -C 8 cycloalkyl, or (C 3 - 

Cs)cycloalkyl) Ci-C3 alkyl, or phenyl; 
R 2 is C 3 -C 6 alkyl; 
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R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C2-C8 alkenyl, C2.Cs alkynyl, Ca-Cscycloalkyl, (C3-8 cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Q> alkoxy, amino and mono- or di(Ci- 
C6)alkylamino; 

Arx is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Ce)alkoxy; and 

Ar2 is phenyl, phenyl(Ci-C4) alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, C2.C6 alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C^)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 



wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 
alkenyl, C2-6 alkynyl, Ci-Q> alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 
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83. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C 3 - 

Csjcycloalkyl) C1-C3 alkyl, or phenyl; 
R 2 is C 3 -C 6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trinuoromethoxy, haloalkyl, hydroxy, acetoxy, 
C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
C6)alkylamino, amino(Ci-Ce)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trinuoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; 

Ar2 is phenyl, phenyl(Ci-C 4 )alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trinuoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Qsjalkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-<^)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 
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Ar2 is tricyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
m is 0, 1, or 2; 

R2, R3, R3A, Rs, and R6 are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, (cycloalkyl)alkyl, haloalkyl, or the like. 



84. A compound of the formula: 
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An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

85. A compound according to Claim 84, wherein the compound exhibits an 
ICso of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

86. A compound according of the formula: 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R2 and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar 2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 
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87. A compound according to Claim 86, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazofyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be substituted with up to four . 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, . haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
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oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carbolic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, l-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and- 
X4RB, wherein X4 and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
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dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and- 
X4RB, wherein X4 and Rb are as defined below;, and 
ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X* is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0) m -, -NH-, -NRc-» -C(=0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NR c C(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -O(alkyl), -NH(alkyl), 
-N(alkyl)(alkyl), -NHC(O) (alkyl), -N(alkyl)C(0) (alkyl), -NHS(0)*(alkyl), -S(0)x(alkyl), - 
S(0) x NH(alkyl), -S(0) x N(alkyl)(alkyl), (where x is 0, 1, or 2). 

88. A compound according to Claim 86, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Q, alkoxy, mono- or di(Ci- 
C6)aikylamino, cyano, nitro, haloalkyl, and 
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ii) Ci-Cs alkyl, C 2 -Ce alkenyl, Ca-Ce alkynyl, C3-C8 cycloalkyl, and (C 3 - 
C 8 )cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- . 
C6)alkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-C 8 alkyl, C2-C6 alkenyl, C 2 -C 6 alkynyl, C 3 -Cs cycloalkyl, and (C 3 -C« 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

R4 is hydrogen or 

C1-8 alkyl, C2-8 alkenyl, C 2 -8 alkynyl, C 3 - 8 cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(C l-CeJalkylamino , 
R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
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benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 
mono- or difCi-CeJalkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-Ce)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, .thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, p^midyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-C 6 alkyl, C 2 -e alkenyl, C2-6 alkynyl, Ci-C 6 alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
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carboxylic acids, aminocarbonyl, mono or difCi-CeJalkylaminocarbonyl, N-( 
Ci-Ce)all^lsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 
ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2.6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0) m -, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0) m NH-, -S(0) m NRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0) m -, -C(=0)NHS(0) m -, and -NRcS(0) m - (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -OfCi-Ce alkyl), -NH(Ci-C 6 alkyl), 
-N(d-C6 alkyl)(Ci-C 6 alkyl), -NHC(0)(Ci-C 6 alkyl), -N(Ci-C 6 
alkyl)C(0)(C^ alkyl), -NHS(0) x (Ci-C6 alkyl), -StO^d-Ce alkyl), - 
S(0) x NH(Ci-C 6 alkyl), -S(0)xN(Ci-C 6 alkyl)( C1-Q5 alkyl), (where x is 
0, 1, or 2). 

89. A compound according to Claim 86, wherein: 
R is hydrogen, halogen, hydroxy, Ci-Q, alkoxy, haloalkyl, Ci-Cs alkyl, Q2-C6 alkenyl, 
Qz-Ce alkynyl, C3-C8 cycloalkyl, and (C 3 -C^)cycloalkyl) C1-C3 alkyl, or 
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R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, ammo, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejalkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R 2 is selected from Ci-C 8 alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, C 3 -C 8 cycloalkyl, (C3-C8 
cycloalkyl) C1-C3 alkyl and haloalkyl; 

R3 is hydrogen Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is Ci-a alkyl, C 2 -s alkenyl, C2-8 alkynyl, C 3 -8cycloalkyl, (C 3 - 8 cycloalkyl)Ci-4alkyi, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or <n(Ci-C 6 )alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-Ce)alkylamino, 
arnino(Ci-C6)aIkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylammocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

R4is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 



trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
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C 2 -6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 

Cejalkylarnino; 
An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
An and Ara are independently chosen from 

i) phenyl, phenyl(Ci-C 4 )alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-Ce)alkylamino, amino(Ci- 
Ce) alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C24 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



R, Ra, R3, R4, and Ar2 are as denned in Claim 89; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cfi)alkoxy. 




90. 



A compound according to Claim 89, wherein 
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91. A compound according to Claim 89, wherein: 
R, R 2 , and R3 are as defined in Claim 89; 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; 

R4 is C3-C8 alkyl, C 2 -C 8 alkenyl, C2-C8 alkynyl, C 3 -Cscycloalkyl, (C3-8 cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C 2 -e alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
Ce)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar 2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C 2 -6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-Ce)altylamino, amino(Ci- 
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C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 
Ar 2 is bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C 6 alkyl, C2.6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



R is hydrogen, Ci-C 8 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C 3 -C 8 cycloalkyl, or (C 3 - 
C 8 )cycloalkyl) C1-C3 allcyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-C 8 alkyl, Cs-Ce alkenyl, C2-C6 alkynyl, Ci-Q> alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2is C 3 -Ce alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C 2 -C 8 alkenyl, C 2 -C 8 alkynyl, Cs-Cscycloalkyl, (C 3 -s cycloalkyl)Ci- 
C 4 alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C 2 -6 alkenyl, C2-6 alkynyl, Ci-Qj alkoxy, amino and mono- or di(Ci- 
Cejalkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 




92. 



A compound according to Claim 89, wherein: 
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benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano,. trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-C 6 alkyl, C2-6 alkenyl, C 2 -e alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C*)alkylamino, aininofCi-CeJalkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C 2 -e alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; 

Ar 2 is phenyl, phenyl(Ci-C 4 )alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C 6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C*)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejall^lsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar 2 is bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 
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93. 



A compound according to Claim 89, wherein: 



R is hydrogen, Ci-Cs alkyl, Ca-Ce alkenyl, C 2 -C6 alkynyl, C 3 -C 8 cycloalkyl, or (C 3 - 

Csjcycloalkyl) C1-C3 alkyl, or phenyl; 
R 2 is C 3 -C 6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is C 3 -Cs alkyl, C2.Cs alkenyl, C2.Cs alkynyl, C3-C 8 cycloalkyl, (C3-8 cycloalkylJCi- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, Q2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C 2 -e 
alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; and 

Ar 2 is phenyl, phenyl(Ci-C 4 )alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-<^)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or rilfCi-CeJalkylammocarbonyl, N-( Ci-C 6 )alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar 2 is bicyclic oxygen-containing groups of the formula: 
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wherein R B represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, Qz-e 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or difCi-CeJalkylamino. 

94. A compound according to Claim 89, wherein: 

R is hydrogen, Ci-C 8 alkyl, (VO, alkenyl, Cs-Ce alkynyl, C 3 -C 8 cycloalkyl, or (C3- 

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 
Rais C3-C6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaniinocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydros, acetoxy, Ci-C* alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci-(^)alkylamino, and amino(Ci- 
Ce)alkoxy; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyTidyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
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alkynyl, Ci-Cg alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C*)alkylaitrinocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrohdinyl, 1-piperidyl; or 
Ar2 is bicyclic oxygen-containing groups of the formula: 



trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 
alkenyl, C 2 -6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci-C 6 )alkylamino. 

95. A compound according to Claim 1 of the formula 



or a pharmaceutical^ acceptable salt, prodrug or hydrate thereof, wherein: 
Xs is C, N or CH; 
m is 0, 1, 2, or 3; 

Ar'i is chosen from optionally substituted carbocyclic aryl, optionally substituted 
arylalkyl, optionally substituted heteroaryl or heteroalicyclic group having 
from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
and 

Ri and R2 are independently chosen from Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3- 
scycloalkyl, (C3-8 cycIoalkyl)Ci-4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
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alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
beiizimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently^ 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-C 6 
alkoxy, amino, mono- or di(Ci-Ce)alkylamino, aminofCi-CeJalkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

96. A compound according to Claim 95 of the formula: 



Ar 2 




or a pharmaceutical^ acceptable salt thereof, wherein: 
Ri is as defined in Claim 95; 
m is 1, 2, or 3; 
nis 1, 2, or 3; 

represents a carbon chain that may be substituted with hydrogen, halogen, 
cyano, nitro amino, mono or dialkyl amino, alkenyl, alkynyl, alkoxy, 
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trifluoromethyl, trifluoromethoxy, straight or branched chain alkyl, or 
cycloalkyl; 

Ari and Ar2 independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, haloalkyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyi, hydroxy carbonyl (COOH), 
aminocarbonyl (CONH2), mono or dialkylaminocarbonyl, sulfonamido, and 
mono or dialkylsulfonamido. 

97. A compound according to Claim 96, wherein the compound exhibits 
an IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 

98. A compound according to Claim 96, wherein 
n, m, and Ri are defined as in Claim 96; 

An is independently chosen from phenyl, pyridyl, and pyrimidinyl each of which is 
optionally optionally substituted or substituted with up to 4 groups 
independently chosen from hydrogen, halogen, hydroxy, amino, Ci-Ce 
alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, 
Ci-C 6 alkyl, C 2 -Ce alkenyl, C 2 -C 6 alkynyl, C 3 -C 8 cycloalkyl, (C 3 -C8cycloalkyl) 
Ci-C 3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONHa), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido; and 

Ar 2 represents suberanyl, indanyl, tetrhydronaphryl, or indolyl, each of which is 
optionally optionally substituted or substituted with up to 4 groups 
independently chosen from hydrogen, halogen, hydroxy, amino, Ci-C 6 
alkoxy, acetoxy, mono- or di(Ci-C^)alkylamino, cyano, nitro, Ci-Ce haloalkyl, 
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Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (C 3 -C8cycloalkyl) 
Ci-Caalky^ hydros carbonyl (COOH), aminocarbonyl (CONH 2 ), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido. 

99. A compound according to Claim 95 of the formula 



R, R3, and R5 each represent up to 5 groups independently chosen from hydrogen, 
halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci- 
Celalkylaniino, cyano, nitro, C1-C6 haloalkyl, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, C3-C8 cycloalkyl, (C3-Cscycloalkyl) Ci-C3alkyl, hydroxy carbonyl 
(COOH), aminocarbonyl (CONH2), mono or di(Ci-C6)alkylaminocarbonyl, 
sulfonamido, and mono or di(Ci-C6)alkylsulfonamido; and represents 
suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is optionally 
optionally substituted or substituted with up to 4 groups independently 
chosen from hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, 
mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2- 
C 6 alkenyl, C 2 -Ce alkynyl, C3-C8 cycloalkyl, (C 3 -C8cycloalkyl) Ci-C 3 alkyl, 
hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or di(Ci- 
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C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedibxy, ethylenedioxy, and 
mono or di(Ci-C6)alkylsulfonamido. 
Ri is chosen from Ci-b alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-scycloalkyl, (C3-8 
cycloalkyl)Ci-4alkyl, each or which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2.6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci~ 
C^)alkylamino, or 

Ri is chosen from phenyl, phenylalkyl, chromanyl, chromanylalkyl, imidazolyl, 
imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, pyrimdylalkyl, pyrazinyl, 
pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 
azaimidazopyridyl, benzimidazoyl, benzimidazoylalkylbenzodioxolylalkyl, or 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejaltylsulfonylaminocarbonyl, 1-azeudinyl, 1-pyrrolidinyl, and 1-piperidyl; 

100. A compound according to Claim 95 of the formula: 



or a pharmaceutically acceptable salt or prodrug, thereof, wherein: 
R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, haloalkyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, hydroxy carbonyl (COOH), 
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aminocarbonyl (CONH2), mono or di(Ci-C6)alkylammo<^urbonyl, sulfonamido, 
3,4-methylenedioxy, ethylenedioxy, and mono or dialkylsulfonamido; 
Ri and R2 are independently chosen from Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3- 
scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazop3oidyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyi, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-C6 
alkoxy, amino, mono- or di(Ci-C^)alkylamino, aminoJCi-CeJalkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from optionally substituted carbocyclic aryl, optionally substituted 
arylalkyl, optionally substituted heteroaryl, optionally substituted 
heteroarylalkyl, or an optionally substituted heteroalicyclic, 
heteroalicyclicalkyl group having from 1 to 3 rings, 3 to 8 members in each 
ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 
methylenedioxyphenyl. 

101. A compound according to Claim 100, wherein the compound exhibits 
an IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 
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102. A compound according to Claim 100, wherein 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci- 
C 6 haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (C3- 
Cs cycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 
mono or di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-Ce)alkylsulfonamido; 

Ri and R2 are independently chosen from Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3. 
scycloalkyl, (C3-8 cycloalkyl) Ci-4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 
alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejall^lamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, p}nidyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-Ce)£ilkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from ethylenedioxyphenyl, methylenedioxyphenl, phenyl, pyrrolyl, 
imidazolyl, pyrazolyl, triazolyl, thiophenyl, and pyridyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, acetojgr, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylainino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)alkylaininocarbonyl, and N-fCi-CeJadkylsulfonylaminocarbonyl; and 

103. A compound according to Claim 102, of the formula 




wherein: 

R2 is as defined in Claim 102; 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or d^(Ci-C6)alkylamino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, and C2-C6 alkynyl; and 

Ri is Ci-Cealkyl, C 3 .Cscycloalkyl, (C3-C8cycloalkyl)Ci-C4alkyl, phenyl, phenylCi- 

Cealkyl, chromanyl, chromanylCi-Cealkyl, imidazolyl, imidazolylCi-Cealkyl 
,pyridyl, pyridylCi-Cealkyl, pyrimidyl, pyrimidylCi-C6alkyl,pyrazinyl, 
pyrazinylC i-Cealkyl, indolyl, indolylCi-Cealkyl, indanyl, indanylCi-Cealkyl, 
benzodioxolyl, or benzodioxolylCi-Cealkyl each or which may be 
unsubstituted or substituted with up to 4 substituents selected from 
halogen, nitro, cyano, triftuoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and 
mono- or di(Ci-C6)alkylamino. 

104. A compound according to Claim 102, of the formula: 
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wherein: 

Rx represents up to 4 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alkoxy substituted with 0-2 R2, acetoxy, mono- or 
difCi-Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-C 6 alkyl, C2-C6 alkenyl, 
and C2-C6 alkynyl; 

Rx is phenyl, phenylCi-C6 alkyl, C3-C8 cycloalkyl, C3-C8 cycloalky(Ci-C4 alkyl), 
naphthyl, napthylCi-Cealkyl, indanyl, indanylCi-C6 alkyl, benzodioxolanyl, or 
benzodioxolanylCi-Ce alkyl, each of which may be substituted by up to 4 
groups chosen from halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- 
or di(Ci-C6)alkylamino, cyano, nitro, C1-C6 haloalkyl, Ci-Ce alkyl; and 

R2 is chosen from Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-8pycloalkyl, (C3-8 
cycloalkyl)Ci-4alkyl, each or which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C 6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, or 

R2 is chosen from phenyl, phenylalkyl, chromanyl, chromanylalkyl, imidazolyl, 
imidazolylalkyl, pyridyl, pyridylalkyl, p3rrimidyl, pyrimdylalkyl, pyrazinyl, 
pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 
azaimidazopyridyl, benzimidazoyl, benzitnidazoylalkylbenzodioxolylalkyl, or 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
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C2-6 alkenyl, C2-6 alkynyl, Ci-C 6 alkoxy, amino, mono- or di(Ci-Ce)alkylamino, 
aminofCi-CeJalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or cU(Ci-C^)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrroUdinyl, and 1-piperidyl; 

105. A compound according to Claim 102 wherein: 
R2 is as defined in Claim 102; 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

Ci-Ce alkoxy, C1-C6 alkyl, trifluoromethyl, and trifluoromethoxy; 
Riis phenyl, benzyl, C3-C8 cycloalkyl, C3-C8 cycloalkyl(Ci-C4 alkyl), naphthyl, 
naphthyl-CH2-, indanyl, indandyl-CH2-, benzodioxolanyl-CH 2 -, or 
benzodioxolanyl, each of which may be substituted by up to 4 groups chosen 
from halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci- 
(^)alkylamino, cyano, nitro, C1-C6 haloalkyl, Ci-Ce alkyl; and 
An is chosen from ethylenedioxyphenyl, methylenedioxyphenyl, pyrrolyl, imidazolyl, 
pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
trifluoromethyl, trifluoromethoxy, Ci-Ce alkoxy, Ci-Ce alkyl, and amino. 

106. A compound according to Claim 102 wherein: 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

Ci-C 6 alkoxy, Ci-Ce alkyl, trifluoromethyl, and trifluoromethoxy; 
Ri is benzyl which is unsubstituted or substituted by up to 4 groups chosen from 
halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, C1-C6 alkyl; 
An is chosen from ethylenedioxyphenyl, methylenedioxyphenyl, pyrrolyl, imidazolyl, 
pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
trifluoromethyl, trifluoromethoxy, Ci-Ce alkoxy, C1-C6 alkyl, and amino; and 
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R2 is chosen from phenyl, benzyl, indolyl, indolyl-CH2-, indanyl, indanyl-CH2-, 
chromanyl, chromanyl-CH2-, benzofuranyl, benzofuranyl-CH2-, 
benzodioxinyl, benzodioxinyl-CH2-, benzodioxolyl-CH2-, and benzodioxolyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from: 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)altylamino. 

107. A compound according to Claim 102, of the Formula 



substituted with methyl, ethyl, methoxy, ethoxy, hydroxy, halogen, or amino; 
R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, Ci-Cealkyl, C2-C6 alkenyl, Ci-Cealkynyl, Ci-Ce alkoxy, acetoxy, mono- 

or di(Ci-C6)alkylamino; 
Rx and Ry each represent up to 4 groups independently chosen from hydrogen, 

halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci- 

Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, and 

C2-C6 alkynyl; and 

Ri and R4 are independently selected from Ci-Cealkyl, C^Cscycloalkyl, (C3.Cs 
cycloalkyl)Ci-C4alkyl, phenyl, phenyld-Cealkyl, pyridyl, and pyridylCi- 




wherein: 



m is 0, 1, 2, or 3, and 



m represents a carbon chain which is optionally 
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Cealkyl, each or which may be unsubstituted or substituted with up to 4 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C* alkyl, C2-6 alkenyl, C2-6 
alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci-C6)alkylamino. 

108. A compound according to Claim 1 of the formula 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein; 



substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 



substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 

Rz represents up to 4 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, 
haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, and(cycloalkyl)alkyl; 

R4 is chosen from alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl) alkyl, aryl and 
arylalkyl, each of which may be unsubstituted, optionally substituted or 
substituted by one or more of halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, mono- or 
dialkylamino; and 

An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 




m is 0, 1, 2, or 3, and 




m represents a carbon chain which is optionally 



n is 0, 1, 2, or 3, and 



n represents a carbon chain which is optionally 
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An and Ar 2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl, optionally 
substituted heteroaiylalkyl, optionally substituted heteroarylalkyl, or an 
optionally substituted heteroalicyclic or heteroalicyclicalkyl group having 
from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

109. A compound according to Claim 108, wherein the compound exhibits 
an ICso of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 



1 10. A compound according to Claim 108, wherein 
m is 1 and ni represents a carbon chain which is unsubstituted; 

n is 1 and n represents a carbon chain which is unsubstituted; 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci-Ce)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-C 6 alkyl, C 2 -Ce alkenyl, C 2 -C 6 alkynyl, C2-C6 cycloalkyl, 
and(C 3 -C 8 cycloalkyl) C1-C4 alkyl; 

R2 is C3-C8 alkyl or C3-C8 cycloalkyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alkyl, pyrrolyl, 
furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, pyridyl, pyrimidyl, and 
pyrazinyl, each of which may be unsubstituted or optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C 6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino. 



111. A compound according to Claim 95 of the' formula 
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wherein: 

An, Ri and R2 are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (C 3 - 
C 8 cycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH 2 ), 
mono or difCi-CeJalkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido; 

112. A compound according to Claim 95 of the formula 




wherein: 

An and Ri are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci-Ce)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-Ce alkyl, Cg-Ce alkenyl, C 2 -C 6 alkynyl, C 3 -C 8 cycloalkyl, (C3- 
Cs cycloalkyl) C1-C3 ialkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH 2 ), 
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mono or difCi-CeJalkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or difCi-CeJalkylsulfonamido; 

113. A compound according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95; and 

R and R3 represent up to 5 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C 2 -Ce alkenyl, Oa-Ce alkynyl, C 3 -C 8 
cycloalkyl, (C3-C8 cycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), 
aminocarbonyl (CONH2), mono or di(Ci-C6)alkylaminocarbonyl, sulfonamido, 
3,4-methylenedioxy, ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido; 

1 14. A compound according to Claim 95 of the formula 
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wherein: 

Ri is as defined in Claim 95; and 

R, R3 and R4 represent up to 5 groups independently chosen from hydrogen, 
halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, C1-C6 haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, C 3 -C 8 cycloalkyl, (C 3 -Cs cycloalkyl) C1-C3 alkyl, hydroxy carbonyl 
(COOH), aminocarbonyl (CONH2), mono or di(Ci-C6)alkylaminocarbonyl, 
sulfonamido, 3,4-methylenedioxy, ethylenedioxy, and mono or di(Ci- 
C6) alkylsulfonamido; 

115. A compound according to Claim 95 of the formula 




wherein: 

Ri and R2 are as defined in Claim 95. 
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116. A compound according to Claim 95 of the formula 




wherein: 

• Ri is as defined in Claim 95. 

1 17. A compound according to Claim 95 of the formula 




wherein: 

Ri and R 2 are as defined in Claim 95. 



1 18. A compound according to Claim 95 of the formula 
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wherein: 

Ri is as defined in Claim 95. 

119. A compound according to Claim 95 of the formula 




wherein: 

Ri and R2 are as defined in Claim 95. 



120. A compound according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95. 



12 1. A compound according to Claim 95 of the formula 
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wherein: 

Ri and Ra are as defined in Claim 95; and 
Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-C* alkoxy, acetoxy, mono- or cU(Ci~C*)alkylamino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, CVCe alkenyl, and C2-C6 alkynyl. 

122. A compound according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95; and 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, 
Ci-Ce haloalkyl, Ci-Ce alkyl, (VCe alkenyl, and QrCe alkynyl. 

123. A compound according to Claim 1 of the formula 
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H R, 

R 2 

wherein 

Ri and R2 are independently chosen from C1-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3- 
acycloalkyl, (C3-8 cycloalkyl)Ci- 4 alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 
alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)alltylaminocarbonyl, N-( Ci-C^)alkylsulfonylaniinocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, guid 1-piperidyl; 

Ari is chosen from optionally substituted carbocyclic aryl, optionally substituted 
axylalkyl, optionally substituted heteroaryl, optionally substituted 
heteroarylalkyl, or an optionally substituted heteroalicyclic, 
heteroalicyclicallqrl group having from 1 to 3 rings, 3 to 8 members in each 
ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 
methylenedioxyphenyl; and 



590 



WO 02/49993 



PCT/US00/26816 



124. A compound according to Claim 123 wherein 
Ri and R2 are connected to form a 5-8 member optionally substituted 
carbocyclic or heterocyclic ring. 



125. A compound according to Claim 123 of the formula 

R 



-R1 



wherein 

Ri and R 2 are independently chosen from Ci. 8 alkyl, C2-8 alkenyl, C2-8 alkynyl, C3- 
scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cyalkylamino, or 

Ri and R 2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C 2 -e alkenyl, C2.6 alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
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C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 
R is chosen from hydrogen, halogen, hydroxy, amino, alkoxy, acetoxy, mono- or 
dialkylamino, cyano, nitro, haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, 
(cycloalkyl)alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, and mono or dialkylsulfonamido; 

126. A compound according to Claim 125 wherein 

Ri and R2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

127. A compound according to Claim 95 wherein: 

An is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8 
member ring. 

128. A compound according to Claim 95 wherein: 

Ri and R2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

129. A compound according to Claim 95 wherein: 

An is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8 
member ring; and 

Ri and R 2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

130. A compound according to Claim 5 wherein: 

R4 and Ara are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

131. A compound according to Claim 8 wherein: 
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R4 and Ar2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

132. A compound according to Claim 3 wherein: 
A has hydrogen bond acceptor ability. 

133. A compound as set forth in any of Tables 1 through 6, or a 
pharmaceutically acceptable salt, prodrug or hydrate thereof. 

134. A compound that is: 

l-(l-butyl)-2-phenyl-5-(N,N-di[3,4-methylenedioxyphenyl 
methyl])aminomethylimidazole 

l-(l-butyl)-2-phenyl-5-(l-[N-{3,4-methylenedioxyphenylmethyl}-N- 
phenylmet±iyl]aniino)ethylimidazole 

l-Bu1yl-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[l-bu1yl])amino- 
methylimidazole 

l-(l-Bu1yl)-2-phenyl-4-methyl-5-(N-[3,4-methylened^o^henyl-metnyl]-N- 
phenylmethyl)aminome13iylimidazole 

l-( l-Butyl)-2-(4-fluorophenyl)-5-(N-[ 1 ,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-p^ 
phenylmethyl) aminomethylimidazole 

1 -( l-Butyl)-2-(4-fluorophenyl)-5-(N-[ 1 ,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[3,4^ 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(2-fluorophenyl)-5-(N-[l^^^ 
phenylmethyl)amino- methylimidazole 

l-(l-Butyl)-2-(2-metho^henyl)-5-(N-[naphtha-2-ylmethyl]-N- 
phenylmethy 1) amino-methylimidazole 
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l-(l-Butyl)-2-(2-methoxyphen^ 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(2-metiioxyphenyl)-5-^ 
aminomethylimidazole 

l-(l-Butyl)-2-(2-methoxyphenyl)-5~(N-[4-dimethylaminophenylme^ 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(2-methylphenyl)-5-(N^3,^^ 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l-Butyl)-2-(2-methylphenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[naphth-2-ylmethyl]-N- 
phenylmethyljamino methylimidazole 

l-(l-Bu1yl)-2-(3-fluorophenyl)-5-(N-[3,4-metiiylenedioxyphenylmethyl]-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N,N»di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l-Butyl)-2-(3-methoxyphenyl)-5-(N-[3,4-me1^ylenedioxyphenybnethyl]- 
phenylmethyl)- aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-{l-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyljamino} ethylimidazole 

l-(l-Pen1yl)-2-phenyl-5-(N-[indol-5-ylmethylJ-N-phenylmethyl) 
aminomethylimidazole 

l-(l-Propyl)-2-phenyl-5-(N-[indol-5-ylmethyl]-N-phenylmethyl) 
anunometkylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[l-(S)-phenylethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[l-(iq-phenylethyl]-N- 
phenylmethyl)aminomethylimidazole 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio^henylmethyl]-N-[3,4- 
dichlorophenyl]me1Jiyl)aminomethyliiaidazole 

l-(l-Butyl)-2-phenyl-5-(N^-di[3,^ 
aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-meth^ 
methoxyphenylmethyl]) -aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3^ 
propyl}phenylmethyl])ammomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methy 
dichlorophenylethyl])ammomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-metty 
mtrophenylmefeyl])animom 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methyte^ 
propyloxy} phenylmethyl])aininomethylimidazole 

1 -( 1 -Butyl)-2-phenyl-5-(N-[3,4-meth^ 
ylmethyl])- aminomethylimidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedio^henylmethyl] T N-[2,3- 
cUchlorophenylmethylJJ-aminomethyliinidazole 

l-( 1 -Bu1yl)-2-phenyl-5-(N-[3,4-methylen^ 
dimethylphenylmethyl])-animom 

l-(l-Butyl)-2-phenyl-5-(N43,4-methylene 
aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenediox^henylmethyl]-N-[2- 
phenylethyl])airiino-methylimidazole 

l-( 1 -Propyl)-2-phenyl-5-(N-[ 1 ,4-benzodioxan-6-ylmethyl]-N- 
phenymiethyl)aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl)ajninomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
ethyl)aminomethylimidazole 
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I 



l-tl-BulylJ^-phenyl-S-IN-lS^-mel^ylenedioxyphenylmethyll-N-ll- 
propyl])aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-metJiylenedio^henylmethyl]-N-[l- 
butyl])aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
cyclohep1ylmethyl)amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioj^henylmethyl]-N- 
isobutyl)aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio^henylmethyl] 
cyclopentylethyl])amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-metty^ 
cyclopentylpropyl])amino-me1±Lyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio^phenylmethyl]-N-[l-n- 
octyl])aminomethyl-imidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
cyclopropylmeliiyljamino-methyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3^phenylmethyl]-N- 
cyclopentylmethyljamino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenediox^henylmethyl]-N- 
cydohe^lmethyl)amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio2OThenylmethyl]-N-(t- 
amyl])aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-me^^ 
methyl}butyl)]amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-met^ 
dimethyl}butyl]) aminomethylimidazole 

l-(l-Butyl)-2-phfenyl-5-(N-[3,4-methylenedio^phenylmethyl]-N- 
methyl)aminomethyliiQidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-met^ 
tMophenylmethyl])amino-methylimidazole 
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l-( 1 -Butyl)-2-phenyl-5-(N-[3,4-methylera 
ylmethyl])amino-methylimidazole 

1 -( 1 -Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[{l - 
me1±iylindol-5-yl}methyl])aminome1±iylimidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-^^ 
chlorophenyl]-methyl)aminomethyliiiudazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(l^^ 
phenylmethyl]) aminoethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio^henyl]methyl-N-[2,3- 
dihydrobenzo[b]furan-5-yl]methyl)aminomethylimidazole 

l-Butyl-2-(4-fluorophenyl)-5-(l-[N^3,4-m 
phenylmethyl]-amino)ethylimidazole 

l-(l-Butyl)-2-(2-thienyl)-5-(N-[3,4-methylenedio^henyl]methyl-N^ 
phenylmethyl] aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4,5-trimethoxyphenyhnethyl]-N- 
phenylmethyl)amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-phenylmethyl-N-[3,4- 
dimethoxyphenylmethyl])amin^ 

l-(l-Bu1yl)-2-phenyl-5-(N-[4-dime&ylammophenylme1±iyl]-N- 
phenylmethyl)ammomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-methylaminophenylmethyl]-N- 
phenylmethyljaxninomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3-methyl-4-aminophenylmethyl]-N- 
phenylmethyljammomethyl-imidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-dichlorophenylmethyl]-N- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-difluorophenylmethyl]-N- 
phenylmethyljaminomethylimidazole 
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l-(l-Butyl)-2-phenyl-5-(N-(benzo[b]thiophen-5-ylmethyl)-N- 
phenylmethyl)aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-ethoxyphenylmethyl]-N-- 
phenylmethyljaminomethyliinidazole 

l-(l-Butyl)-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[l- 
bu1yl])aininomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-methoxyphenylmethyl]rN- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[6-cWoro-3,4-methylenedioxyphenylmethyl] 
phenylmethyl)-aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylmethyl]-N-[l- 
butyl])aminomethylimidazole 

1 -( 1 -Butyl)-2-phenyl-5-(N-[3-methoxyphenylmethyl]-N- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-chloro-4-fluorophenylmethyl]-N- 
phenybnethyl)aminomethyl-imidazole 

l-( l-Butyl)-2-phenyl-4-bromo-5-(N-[2,3-dicWorophenylmethyl]-N-[ 1- 
butyl])aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2,6-dicMorophenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)~2-phenyl-5-(N-[2-chloro-4~hydroxyphenylmethyl]-N- 
phenylmethyl)aminomethyl-imidazole 

l-( l-Butyl)-2-phenyl-4-chloro-5-(N-phenylmethyl-N-[ 1 - 
butyl])aminomethylimidazole 

1 -( 1 -Butyl)-2-phenyl-5-(N-[4-{l -pyrrolidinyl}phenylmethyl]-N- 
phenylmethyljaminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-diethylaminophenylmethyl]-N- 
phenylmethyl)aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[pyridin-2-ylmethyl]-N- 
phenylmethyl)aminomethyliinidazole 
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l-(l-Butyl)-2-phenyl-5-(N-[pyridin-3-ylmethyl]-N^ 

phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N"[pyridin-4-ylinethyl]-N- 
phenytoethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-fluoro-6-chlorophenylmethyl]-N- 
phenylmethyljgmiinoniethyl-imidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2,4-dichlorophenylmethyI]-N- 
phenylmethyl)aminomethyl-imidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[4-chlorophenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-hydroxyphenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-tr^ 
phenylmetiiyl)aininomethyl-iniidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2-cW^^ 
phenylmethyl)amino-methylimidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[4-iiitrophenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5«(N-[4-aminophenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2,4-diphenyl-5-(N-phenylmethyl-N-[l- 
butyl])aminomethyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-am^ 
phenylmethyl)aminomethyl-imidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[2,3-dihydrobenzo[b]furan-5-ylme^ 
phenylmethyl) amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-c^^ 
butyl])aminomethyl-imidazole) ; 

Bis-benzo[l,3]dioxol-5-ylmethyl-(3^ 
y lmethyl) -amine ; 
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Benzo[ 1 , 3]dioxol-5-ylmethyl-ben^l-{3-butyl-5-(4-methoxy-phenyl)-2-phenyl- 
3H-irnidazol-4-ylmethyl]-amine; 

4-({BenzyHl-(3-butyl-2,5-dipheny 
benzamide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imM^ 
chloro-phenol; 

4-({[l-(3-Butyl-2-phenyl-3H-imidazol-4-y^ 
methyl)-phenol; 

4-([Ben^l-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amin 
benzamide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-iinta^ 
methyl-phenol; 

4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-yto 
niethyl}-2-methyl-phenol; 

(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,6-difluoro-be 
methoxy-benzyl)-amine; 

Beiizyl-(3-butyl-2,5-<ttphenyl-3H-i^ 
berizo[l,4]dioxm-6-ylmethyl)-ainine; 

(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylm^ 
methoxy-benzyl) - amine ; 

(3-Butyl-2,5-diphenyl-3H-imida^ 
methoxy-benzyl)-amine; 

Benzo[ 1 ,3]dioxol-5-ylmethyl-butyl-[3-butyl-2-(2-methoxy-phenyl)-5-phenyl- 
3H-imidazol-4-ylmethyl]-amine; 

4-({Beiizyl-[3-butyl-2-(2-methoxy-ph^ 
amino}-methyl)-benzenesulfonamide; 

Benzo[ 1 ,3]dioxol-5-ylmethyl-benzyl-[3-bu1yl-2-(2-metho3ty-phenyl)-5-phenyl- 
3H-imidazol-4-ylmettiyl]-amine; 

4-({Butyl-[3-butyl-2-(3-metho^-phenyl)-5-phenyl-3H-imidazol-4^ 
amino}-methyl)-3-chloro-phenol; 
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4-{[(3-Butyl-2,5-diphenyl-3H-m^ 
amino] -methyl}-benzoic acid; 

4-({Ben2yl-[3-butyl-2-(3-methoxy-o^^ 
amino}-methyl)-3-chloro-phenol; 

Beiizo[l,3]oUoxol-5-ylmethyl-bei3^H^ 
yl)-pentyl]-amine; 

Benzof 1 ,3]dioxol-5-ylmethyl-benzyl-[ l-(3-butyl-2 ,5-diphenyl-3H-iniidazol-4- 
yl)-ethyl]-amine; 

4-{[Butyl-(3-bu1yl-2,5-diphenyW 
benzamide; 

Benzof 1 ,31dioxol-5-ylmethyl-ben2yl-[3-butyl-5-(4-fluoro-phenyl)-2-phenyl-3H- 
imidazol-4-ylmethyl] -amine ; 

3- {[Beri2yl-(3-butyl-2,5-diphenyl-3H-m^ 

phenol; 

4- {[Butyl-(3-butyl-5-tert-buty^ 
methylj-benzamide; 

4-{[Benzyl-(3-butyl-2,5-ojphenyl-3H-imidazol-4-ylmethyl)-amm^ 
2,6-dimethyl-phenol; 

4-({[3-Butyl-5-(4-methoxy-phenyl)-2-phenyl-3H-imidazol-4-ylmethyl]- 
cyclohexylmethyl-amino}-methyl)-2 ,6-dimethyl-phenol; 

[3-Butyl-5-(4-methoxy-phenyl)-2-phenyl-3H-i^ 
cydohexylmethyl-(2,3-dmydro-benzofuran-5-ylmeth^ ; 
(4-{[(3-Butyl-2,5-diphenyl-3H-imidazoM^ 
ammo]-methyl}-phenyl)-dimethyl-amine; 

4-{5-[(Bis-benzo[ 1 ,3]dioxol-5-ylmethyl-ammo)-m 
l-yl}-butan-l-ol; 

(4-{[(3-Butyl-2,5-diphenyl-3H-iinida^ 
methyl}-phenyl)-dimethyl-ainine; 

4-{[Butyl-(3-butyl-2,5-dtfphenyl-3H^ 
dimethyl-phenol; 

601 



WO 02/49993 



PCT/US00/26816 



4-({Butyl-[ 1 -(3-butyl-2,5-diphenyl-3H-^ 
2 ,6-dimethyl-phenol; 

4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(4-dimet^ 
amino]-methyl}-benzoic acid 

1 -( 1 -Butyl)-2-phenyl-4-methyl-5-(N-phenylmethyl-N-[ 1 - 
butyl])aminomethylimidazole 

l-(l-Bu1yl)-2-(4-fluorophenyl)-5-(N^[2-chloro-4-hydro3^henylmethyl]-N- 
phenylmethylj-aminomethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[2-cMorcK4-hydroxyphenylmethyl]-N- 
phenylmethyl)-aminomethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyl)amino-methylimidazole 

l-(l-Butyl)-2-(3-nuorophenyl)-5-(N-[4-dimethylaminophenylmethyl]-N^ 
phenylmethyl)amino-methylimidazole 

l-(l-Butyl)-2-(3-nuorophenyl)-5-(N-[4-{l-pyrroUdinyl}phenylmethyl]-N- 
phenylmethyl)amino-methylimidazole 

l-(l-Butyl)-2-(3-cMorophenyl)-5-(l-[N-^ 
phenylmethyl] amino)ethyIimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[indol-5-ybnethyl]-N- 
phenylmethyl)aminomethylimidazole 

1- (l«Butyl)-2-(4-fluorophenyl)-5-(l-N,N-di[3,4- 
methylenedio^phenylmethyl]ainino)ethyliirddazol^ 

2- {[5-({Butyl[( l-butyl-2,4-diphen^ 
pyridyl]amino}ethan- l-ol, 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof. 

135. A compound of any one of claims 1 through 134 wherein the compound 
exhibits an ICso of about 500 nM or less in a standard in vitro C5a mediated 
chemotaxis or calcium mobilization assay. 
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136. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an IC50 of about 200 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

137. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an IC50 of about 100 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

138. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an IC50 of about 50 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

139. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an IC50 of about 25 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

140. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an ICso of about 10 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

141. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an IC50 of about 5 nM or less in a standard in vitro C5a mediated 
chemotaxis or calcium mobilization assay. 

142. A compound of any one of claims 1 through 134 wherein the 
compound exhibits less than 5% agonist activity in a GTP binding assay. 



WO 02/49993 PCTYUS00/26816 

143. A compound of any one of claims 1 through 134 wherein the 
compound exhibits a 10-fold selectivity for the antagonist activity over the 
compound's effects on ATP stimulated responses in a GTP binding assay. 

144. A pharmaceutical composition comprising a compound of any one of 
claims 1 through 143 or a prodrug or hydrate thereof and a pharmaceutically 
acceptable carrier therefor. 

145. A method for treating a patient suffering from or susceptible to a 
disease or disorder involving pathologic activation of C5a receptors, comprising 
adininistering to the patient an effective amount of a compound or composition of 
any one of claims 1 through 143. 

146. A method for treating a patient suffering from or susceptible to an 
autoimmune disease or disorder, comprising administering to the patient an 
effective amount of a compound or composition of any one of claims 1 through 143. 

147. A method for treating a patient suffering from or susceptible to 
rheumatoid arthritis, systemic lupus erythematosus, associated glomerulonephritis, 
psoriasis, Crohn's disease, vasculitis, irritable bowel syndrome, dermatomyositis, 
multiple sclerosis, bronchial asthma, pemphigus, pemphigoid, scleroderma, 
myasthenia gravis, autoimmune hemolytic and thrombocytopenic states, 
Goodpasture's syndrome, glomerulonephritis, pulmonary hemorrhage), or 
immunovasculitis, comprising administering to the patient an effective amount of a 
compound or composition of any one of claims 1 through 143. 

148. A method for treating a patient suffering from or susceptible to an 
inflammatory condition, comprising adminstering to the patient an effective amount 
of a compound or composition of any one of claims 1 through 143. 
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149. A method for treating a patient suffering from or susceptble to 
neutropenia, sepsis, septic shock, Alzheimer's disease, stroke, inflammation 
associated with burns, lung injury, myocardial infarction, coronary thrombosis, 
vascular occlusion, post-surgical vascular reocclusion, artherosclerosis, traumatic 
central nervous system injury, ischemic heart disease, and ischemia-reperfusion 
injury, acute respiratory distress syndrome, systemic inflammatory response 
syndrome, multiple organ dysfunction syndrome, tissue graft rejection, or 
hyperacute rejection of transplanted organs, comprising administering to the patient 
an effective amount of a compound or composition of any one of claims 1 through 
143. 

150. A method for treating a patient suffering from or susceptible to 
pathologic sequellae associated with insulin-dependent diabetes mellitus, lupus 
nephropathy, Heyman nephritis, membranous nephritis, glomerulonephritis, 
contact sensitivity responses, or inflammation resulting from contact of blood with 
artificial surfaces, comprising administering to the patient an effective amount of a 
compound or composition of any one claims 1 through 143. 

151. A method of any one of claims 145 through 150 wherein the patient is 
a mammal. 

152. A method of any one of claims 145 through 150 wherein the patient is 
a human. 

153. A method for inhibiting C5a-promoted cellular chemotaixs, 
comprising administering to mammalian white blood cells a chemotaxis or calcium 
mobilization-inhibitor effecitve amount of a compound or composition of any one of 
claims 1 through 143. 

154. The method of claim 153 wherein the white blood cells are human. 
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155, A method of localizing C5a receiptors in a tissue, comprising: 
contacting a tissue with a detectably labelled compound or composition of 

any one of claims 1 through 143 under conditions that permit binding of the 

compound to the tissue; and 

detecting the bound compound. 

156. A method of reducing the severity or frequency of one or more inflammatory 
sequelae of organ transplantation comprising: 

perfusing a donor organ, prior to transplantation of the organ into a recipient 
patient, with a liquid solution comprising a compound of Claim 1 in a 
pharmaceutically acceptable carrier, wherein the solution comprises a concentration 
of the compound that is sufficient, 

to inhibit C5a-mediated chemotaxis of cells expressing a C5a receptor in vitro, or 

to inhibit C5a-induced calcium mobilization in cells expressing the C5a receptor in 
vitro, or 

to inhibit C5a- induced GTP binding to the membranes of cells expressing the C5a 
receptor in vitro, or 

when present in vivo in an animal's bloodstream when a neutropenia-induction- 
suflicient amount of C5a is introduced into the bloodstream of the animal, to 
reduce the resulting C5a-induced neutropenia in vivo; 

and 
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transplanting the donor organ so perfused into the recipient patient to produce a 
perfused transplant recipient patient; 

wherein, following the production of a first plurality of such perfused transplant 
recipient patients, the severity or frequency of one or more inflammatory sequelae 
following organ transplantation in the first plurality of patients is reduced when 
compared to the severity or frequency of said one or more inflammatory sequelae 
following organ transplantation in a second plurality of control (including historical 
control) transplant recipient patients who have received transplants of donor organs 
that have not been so perfused. 

157. A compound of any of claims 1 to 143 wherein the compound produces less 
than a 10%, 5% or 2% reduction of ATP-induced calcium mobilization in a calcium 
mobilization assay. 
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FIG. 1 

SEQ ID NO:l 

cccaggagaccccaccatgaactccttcaattataccacccctgattatgggcactatgatgacaaggat 

accctggacctcaacacccctgtggataaaacttctaacacgctgcgtgttccagacatcctggccttgg 

tcatctttgcagtcgtcttcctggtgggagtgctgggcaatgccctggtggtctgggtgacggcattcga 

ggccaagc^accatcaatgccatctggttcctcaacttggcggtagccgacttcctctcctgcctggcg 

ctgcccatcttgttcacgtccattgtacagcatcaccactggccctttggcggggccgcctgcagcatcc 

tgccctccctcatcctgctcaacatgtacgccagcatcctgctcctggccaccatcagcgccgaccgctt 

tcl^ctggtgtttaaacccatctggtgccagaacttccga^ggccggcttggcctggatcgcctgtgcc 

gtggcttggggtttagccctgctgctgaccatacrc^ 

ttccaccaaaggtgttgtgtggcgtggactacagcca^^ 

ccggctggtcctgggcttcctgtggcctctactcacgctcacgatttgttacactttcatcctgctccgg 

acgtggagccgcagggccacgcggtccaccaagacactcaaggtggtggtggcagt^tggccagtttct 

ttatcttctggttgccctaccaggtgacggggataatgatgtccttcct^agccatcgtcacccacctt 

cctgctgctgaataagctggactccctgtgtgtctcctttgcctacatcaactgctgcatcaaccccatc 

atctacgtggtggccggccagggcttccagggccgactgcggaaatccctccccagcctcctccggaacg 

tgttgactgaagagtccgtggtta^gagagcaagtcattcacgcgctccacagtggacactatggccca 

gaagacccaggcagtgtaggcgacagcc 
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